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Pharmacia 
& Upjohn 



I83G03- 25 CAPSULES ■ ANNEX 3 

Pharmaceutical Development /Oral solids and warehousing 



PROCESSING SHEET 



PAGE: 1 of 45 



PRODUCT: SU 1 0398 (PNU-290940AD) 
PHARMACEUTICAL FORM: Capsule 
FORMULA No.: 83HC02 
PROCESSING START: 12/SeptJQl 
THEORETICAL QUANTITY: 140000 qs 



LOT: I83G03 COMM.: RD000 5 1 1 PO S ug 

DOSAGE: 25 mg (as a free base) 
PREPARATION DATE: 09/0! 
PROCESSING FINISH: 04/Oct./Q] 
(T) QUANTITY OBTAINED: 125 987 yield: 893 



SCOPE OF THE PREPARATION: Stability studies and clinical trial 



THEORETICAL UNITARY FORMULA 



RAW MATERIAL 




SPECIFICATIONS 


M.U. 


UNIT DOSE 


Over 
Dose 


SU1039S (PNU-29090AD) 


Active principle 




mg 


UJ 

33.400 




Mannitol 


Exclpient 
compensation 


NF 


mg 


39.663 




Croscarmellose sodium 






mg 


5.0 10 




Povidone K25 






mg 


4.175 




Vegetable Magnesium Stearate 






mg 


L252 
















total 






mg 


83.500 
















SHEUsS, Formal J, Swedish orange opaque 
hard gelatin head/body 






mg 


49 ±4 
















0 Equal to 25 mg as free base 





















































































































































































Signature of who filled out the form: 

[signature] 



Edition No-: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 



Approval for use by the Chief of ORAL SOLIDS and 
WAREHOUSING: 



[signature] 
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PRACTICAL FORMULATION 



RAW MATERIALS 


CODE 


LOT No. 


TITER 


Over 
dose 


M.U. 


PRACTICAL 
UNIT DOSE 


M.U. 


Practical ouantitv 
per 140000 j 


SU10358 (PNU-29043QAD) 


1502 


[illegible] 


99.666 (A) 


— 


mg 


33.512 


H 


4631.670 (B) 


Mannilol NF 


723 


AE130 






mg 


39.551 




5537.150(B) \ 


Croscarmellose sodium 


718 


AE112 






mg 


2,505 


z 


350.700(B) \ 


Povidone K25 


93J 563000 


AA10G041 






mg 


4.175 




584.500 (B) 




















Total granulate 










mg 


79.743 




11164.020 




















Croscarmellose sodium 


718 


AE112 






mg 


2,505 




350.700 I 


Vegetable Magnesium Stearate 


927406000 


AA10L028 






mg 


1.252 




175.280 




















Total 










mg 


83.500 


g 


1 1 oi/U. 000 






































SHELLS Formal 3 Sweetish orange opaque hard 
gelatin Head'Body 


1491 


A S3 10 










N 


150.000* 














































































































^ordered in excess to compensate for losses in phases 
of processing [initials] 12/09/0 1 



























































































NOTE: (B) Equal to 74. 6% as free base B 



0) Total Quantity - During processing these are subdivided into two loads of Granulate. B 



Operator's signature: Isi^nature]^ 



Verifier's signature:., 



.[signature] 



Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 



Checked by: __ [sjgnatiire]_ 
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ACTIVE PRINCIPLE: VERIFICATION OF THE PRACTICAL QUANTITY CALCULATIONS AND AVERAGE TITER 



Active principle: 
Lot: 



Active principle: 
Lot: 



Active principle: 
Lot: 



Provided quantity: 
Titer as sampled: 

Provided quantity: 
Titer as sample 

Provided quantity: 
Titer as/sampled: 



A) 



B) 



(Pt) = 
(Pc) = 
(Pp) = 



NOT APPLICABLE [initial^ 12/09/01 

g / {Unit dose x theoretical launch quantity) 
(A x Tit. A + Bx Tit. B + C xTit. C) 
(A + B + C) 



Total theoretical quantity 
Calculated theoretical quantity 
Total practical quantity 
NOTE: 

1) The correspondence between the weighed active principle ^quantity and the practical active principle to be used is verified 
when Pt - Pc. 

This correspondence is also verified when the two values cfiffer and the divergence between the provided quantity and the 
requested quantity is due exclusively to the weighted vafdes in accordance with the divergence limits set out in procedure 
SF.TF 015/0 (±0.5%). 

2) If the condition in point 1) is not fulfilled, suspencLifie processing and inform the Lot Formation Center. 

3) If the condition in point 1) is fulfilled, proceed to/fil in the following points on this page. 



Average titer weight = Pt/Pp x 100 = % 

Active principle: 

Quantity to use = Pt/Titer* x 100 = /. g (D) 

Compensation excipient: 
Quantity to use = Pe — (D — PJ$ ~ 

NOTE: 

Pt - Weight in grams^bf the active principle considering a 100% titer 
Pe = Compensatioyexcipients weight in function of the active principle at 100% titer 

* = Should multiple lots be used, the titer will be the average weight, as calculated considering the quantity of each lot. 



Operators signature:.. 



Verifier's signature:,. 



Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 



Checked by:_ 
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CLEANING OF THE EQUIPMENT AND ROOMS 



Once the processing has been completed clean the processing rooms with: See Cleaning method 50/cm019 



Once the processing has been completed, clean the equipment with: See Cleaning method 50/cm019 



PROCESSING IDENTIFICATION LABELS 



CONFORMITY VERIFICATION LABELS 

LABELS DELIVERED No.: „ 

ADDITIONAL DELIVERED No.: 

LABELS USED No.: 

DETERIORATED LABELS No.: 

LABELS RETURNED No.: 
(The returned labels are destroyed) 



Pharmacia & Upjohn - Oral Solids Section 
Product SU 1039a (PNU-290940AD) Capsule 25 mg (as a free base) 
LOT: I83G03 Prep. Date: 09/2001 

FORMULA No.:83HC02 



32 



30 



DATE 
DATE 
DATE 
DATE 
DATE: 
DATE 



12/09/2001 



SIGNATURE: [signature] 



17/09/2001 



04/10/2001 



04/10/2001 



SIGNATURE: [signature] 

SIGNATURE: 

SIGNATURE: [signature] 
SIGNATURE: 



Date: I2 09'20OJ Label No. 1 6 of 16 

[signature] 



LABEL MODEL 

Pharmacia & Upjohn - Oral Solids Section 
SU10398 (PNU-290940AD) 
Capsule 25 mg (as a free base) 

LOT: I83G03 Prep, Date: 09/2001 

FORMULA No.: 83HC02 
Gross: Tare Net: 



Date: 12/09/2001 



Label No. 16 of 16 



[signature] 



\ NOTE 



Edition No.: 7 of 10/05/99 



Substitutes edition No.: 6 of 03711/97 
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Page: 



of 



45 



WEIGHT VERIFICATION OF 
THE RAW MATERIALS 



OPERATION DESCRIPTION 



PRODUCTION DATA 



ID 

CL 

o 



on 

LLJ 
U, 

LU 
> 



01 
02 
[imt] 

09 

17 



01 
09 
18 



1/1 



Chock the weight of the active princip l e/s 

In accordance with the indications of the procedural 
deviation num. 31/01, weigh out the quantity of active 
principle indicated below, [initials] I&oif/Oj 
PRODUCT: SmOM8fPNU-2909MD). 

LOT: (WJJJMzTJ&MQlrNl 

PRACTICAL WEIGHT 2345J8_35 g 



Lot: mU£W6rISF r MQJrNl„ 

Gross: __ _ 2562..,. 

Tare: 2J_5 

Net: 234?.. 

Scale ID No.: 80-ML-35 



[initials] 



[initials] 



PRODUCT: SUJM9A(RNU-2M9AQAD± 



1/2 



Lot: LWJMQfrTSF-QWlrM.. 



LOT: (m$mrXJF$WlzUL... 

PRACTICAL WEIGHT 2345,835. . 



Gross: 
Tare: „ 
Net: 



.2561, 
.215_ 
.2346. 



[initials] 



[initials] 



Scale ID No.: JSfcfifaM. 



1/3 




PRODUCT 
LOT: 

PRACTICAL WEIGHT 



[initials] 
12/09/2001 
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Substitutes edition No.: 6 of 03/11/97 
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WEIGHT VERIFICATION OF 
THE RAW MATERIALS 



DATE 


6 
z 

at 
us 

Q_ 

o 


- 

OPERATION DESCRIPTION 


PRODUCTION DATA 


OPERATOR 


VERIFIER 


01 


2 


L*llt?^r\ Lilt; WciyilL Ol LI It! lUJIUWIIiy IdW MIcHcM Idlb^ 














i etaave to itie i toau oj granulate [iniuaisj j z/ijy/ui 












09 


2/1 


PRODUCT: Mannitol NF 


Lot: AEJJ& 










17 






Gross: 


2800.0. 


g 










LOT: AEJ30_ 


Tare: 


...aaa 


g 


[initials] 


[initials] 






PRACTICAL WEIGHT 2768.575 g 


Net: 


2720.0 


g 












Scale ID No.: 


..SO-BLr.35 










2/2 


PRODUCT: Qmsmwllo^s&ihm 


Lot: 


...dRUJZ 














Gross: 


...IMJ.Q. 


g 










LOT: AE112 


Tare: 


13.00 


.g 


[initials] 


[initials] 






PRACTICAL WEIGHT 1 75350 g 


Net: 


175 JO 


g 








Scale ID No.: 


SO-BL-35 










2/3 


PRODUCT: ^ PovidoneK25. 


Lot: 


AA1060A1 














Gross: 


...mm 


g 










LOT: AAJ0G04L 


Tare: 


13.00 


. ,.g 


[initials] 


[initials] 






PRACTICAL WEIGHT 292.250 g 


Net 


..J93M- 


5 








Scale ID No.: 


SO-B2r35 










2/4 




Lot: ^ . 












Gross: 














LOT: 


Tare: 




g 










PRACTICAL WEIGHT g 


Net:^-^^ 




a 










[initials] 12/09/01^ 


*§cale ID No.: 








2/5 


PRODUCT: 


Lot: 












Gross: 




.q 










LOT: 


Tare: q 










PRACTIC^weiGHT g 


Net: 




q 












Scale ID No.: 



















Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 



Checked by:_ 



[signature! 



Pharmacia 



Pilot Plan Formula Development 

Oral Solids Section 



Product: SU 10398 (PNU-290940AD) 


Lot: I83G03 
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WET GRANULATION 


Pharmaceutical form: Capsule 


Dosage: 25 mg (a 


s a free base) 


in DIOSNA 



DATE 



OPERATION DESCRIPTION 



PRODUCTION DATA 



0£ 

I 

LU 
O 



LU 
LL 

DC 
LU 
> 



01 
09 
17 



Preparation of the granulated solution 



3/2 



Using a sterile container, collect approximately 

UQ„ m mL of contrast T.D.I. Water to be used 

and send the sample to determine its bacterial load. 



Weigh out 875___g of TDjH,o_._._ 



WaKpi the solvent to a temperature between 

C and °C and disperse under 

shaking 



Let it cool until a practically clear solution is 
obtained. 




Addition of tensioactive agents □ 
Weight g of. 



Warm the solvent to a temperature between 

_°C and °C and disperse under 

shaking: 



Combine the tensioactive solution with theNsolution 
of point under shaking. 

[initials] 

12/09 
2001 



T.D.I. Water Contrast No.: 42 

mL collected: A50 

Solvent Quantity 

Gross: 1020, g 

Tare: J 45 g 

Net: 825 g 

Temperature: TA_ °C 



[initials] 



[initials] 



[initials] 



[initials] 



Solvent Quantity p^r Tensioactive 

Gross: _\ g 

Tare: \. __g 

Net: g 

Temperature: .__ \ °C 



[initials] 

12/09 
2001 



□ 



Edition No.: 6 of 03/11/97 
Substitutes edition No.: 5 of 15/09/97 



Checked by:_ 



[signature! 



Pharmacia Pilot Plan Formula Development 

& Upjohn Oral Solids Section 



Product: SU 10398 (PNU-290940AD) 


Lot: I83G03 Room: 72 
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Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 


WET GRANULATION 
in DIOSNA 



DATE 


6 
z 

a: 

LU 
CL 

o 


OPERATION DESCRIPTION 


PRODUCTION DATA 


OPERATOR 


VERIFIER 


01 
09 
17 


7 
4/1- 


Preliminary steve analysis of the raw materials 


Equipment used: SIEVE 
ID number: — 


{initials] 


[initials] 


Sieve analyze the raw materials 
Mann i to I NF 


CroscarmeJJose sodium. 


Povidone K25 






Cleaning verification: — 
Gauge: / mm 






through a 

1-1.5 mm gauge sieve 
Equipment type: sieve 




01 
09 
17 


5 


Mixinq 

Load the raw materials from point l/land4/l 
into the Diosna granulator and mix for 5 
minutes under the following conditions: 
Principle shaker speed: / 
Crusher speed: / 


ID number: SO-QU-Q4 
Cleaning verification: OK 

Principle shaker speed: / 
Crusher speed: / 


[initials] 


[initials] 


Modify the operating conditions if necsssary [initials] 1 2/09/01 


Start time, 14:16 end time. 14:21 


01 
09 
17 


6 

6 


Wettinq 

Wet the powder with the solution prepared 
in point 3 


Peristaltic pump model: 


[initials] 


[initials] 


Using a peristaltic pump K 

Modify the operating conditions if necessary [initials] 12/09/01 

Pump capacity 25j9/35fl,.g/min. 

During the wetting employ the following conditions: 
Principle shaker speed: / 
Crusher speed: / 


ID number: SO-QU-07 
Cleaning verification: OK 
Pump capacity 240-260 g/min. 

Pump np.irh 40-42 

Principle shaker speed: / 
Crusher speed: / 
Start time: 14:45 End time: 14:49 






Edition No.: 6 of 03/11/97 
Substitutes edition No.: 5 of 15/09/97 < 


Checked by: Fsienaturel [ 
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WET GRANULATION 


Pharmaceutical form: Capsule 


Dosage: 25 mg (a 


s a free base) 


in DIOSNA 



DATE 



OPERATION DESCRIPTION 



PRODUCTION DATA 



DC 

1 

LU 

CL 
O 



LU 
Li. 

s 

LU 
> 



01 
09 
17 



6Q 



6*3 



If needed, add ZRJLH&t at 

the end of the wetting whit e k ee ping th e conditions 

from po i nt, ___ _6/_l unchang e d : 

Setting the most appropriate conditions. Record each 
added [illegible] ofH20 

[inil] 12/09/01 

If the T.DJ. Water contrast is different from that in 

point 3 using a sterile container, collect 

approximately 1_50__ ml of T.DJ. Water and send 

the sample to have its bacteria load determined. 



Solvent type: £AA_fi,Q_.___ 

Added quantity: 

T.D.I. Water contrast No.: 42, 

Start time: I5i05___ End time:.. 15:07.. 



[initials] 



[initials] 



T.D.I. Water contrast No, 
mL collected 




17-09-01 
[initials] 



01 
09 
17 



Granulation 



Proceed to the granulation of the wet mass 
according to the following parameters: 

Principle shaker speed: ////. 

Crusher speed: J/11 

Granulation time: Atjeast_ one minute 

*Set the condition and times so that a consolidated 
granulate, [initials] 12/09/01 



Start time: 15:14 

Principle shaker speed: // 

Crusher speed: // 

Principle motor electricity absorption at the 

end of granulation: ___.3.50 A 

Granulation time: J_5Q"__ 

End time: 15:16 



[initials] 



[initials] 







Edition No.: 6 of 03/11/97 
Substitutes edition No.: 5 of 15/09/97 




Checked by: [signature] 
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WET GRANULATION 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 


in DIOSNA 1 



DAT 
E 



OPERATION DESCRIPTION 



PRODUCTION DATA 



1 

CL 

o 



on 

UJ 

LL 

oc 

UJ 

> 



01 
09 
17 



01 
09 
17 



8':: 



12 

9 
01 



Drying 



Transfer the wet granulated mass into the 

GLAJT_GPCG_5_ type dryer and 

dry at a relative humidity of £ ,„RJ$.„% according 
to the following parameters: 



Heater 



Temperature: °C 

In a vacuum at 

At an atmospheric pressure of 



Equipment: GLATTGPCG5 

ID number: SO Z LF-02_ 

Cleaning verification: OK 



Fluid bed dryer 




perature read: 
-eeof* 
Start time: 



"AIR IN" Temperature: 60.... °C 

"AIR IN" Volume: * .Nm 3 /h 

Product temperature to set on the 

therrnorrietric probe: 40_ °C 

Time for shaking the hoses: 

Time between hose shakings: .3 minutes 

Shaking Type WSG □ 

GPCG El 

*Set the air volume so as to obtain the correct 
movement of the product, [initials] 12/09/01 



[initials] 

12/09 
2001 



"AIR IN" Temperature: 60 °C 

"AIR IN" Volume: „„Jwm.m Nm 3 /h 

to 150 

Temperature set on the probe: ___40 °C 

Time for shaking the hoses: IJt" 

Time between hose shakings:_5 minutes 
Shaking Type WSG □ 

GPCG IKI 

Start time: 15:38 

End time: JJfiQL 

"AIR OUT" Temperature at the end of the 
process: „___ 32, „.°C 



[initials] 



[initials] 



[initials] 



[initials] 



[initials] 



[initials] 







Edition No.: 6 of 03/11/97 
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WET GRANULATION 
in DIOSNA 



DAT 
E 



OPERATION DESCRIPTION 



PRODUCTION DATA 



OH 

1 

LU 

Q. 

o 



UJ 

u_ 
E 



18 

Sept. 

01 



8<3 



8>5 
S6 



S'7 



8<8 



8 JO 



8<il 
812 
8'J3 



At the end of drying, sample the granulated mass 
from the dryer according to the mariner described 
in SOP SG.CF 004 and perform the following 
checks: 

Karl Fischer: □ 

until a constant weight is achieved, [initials] 12/09/01 

Weight loss at _..JJ0_. °C for min. H- 

Residual humidity limit <. 2.5. % 



If the residual humidity value is not within the set 
limits, continue drying according to the provisions 

in point. 8/2J. 

If necessary modify: 

-the drying temperature □ 



-the thermometry probe product 
temperature 



Residual humidity: :. L29 % 

Thermobalance at .„//fi.°C ter.RC.__„ mm 
Thermobalance ID number: ___SO_-BL r 42____ 
Karl Fischer ID number: „ - 



□ 



[initials] 18 

"AIR IN" Temperature: , X°C 

Heater temperature: /_..... °C 

Thermometric probe prorfuct 

temperature: /, °C 

Start time: End time: „ 

"AIR OUT" tepTiperature at the end 
of the process: °C 



[initials] 



[initials] 



At the end of drying, sample the granulated mass 
from the dryer according to the manner described 
in SOP SG.CF 004 and perform the following 
checks again: 



Kari Fisher: □ 
until a constant weight is achieved [initials] 12/09/01 

Weight loss at °C for m i n. IE 

Residual humidity limit £. % 



[initials] 8/10/01^ 
Residua! humidity: J^___ % 

Thermobalance at for mm 

Thermobalance^Bfhumber: 
Kari Fisc^eflD number: . 
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WET GRANULATION 
in DJOSNA 



DATE 



OPERATION DESCRIPTION 



PRODUCTION DATA 



P 
2 

LU 
Dl 
O 



LU 



a: 

LU 

> 



/5 

Sep/. 

01 



18 

Sept. 

01 



Final Calibration 



9/2 



Calibrate the dried granulated mass using 

OSCILLATING VJANI. 

that is equipped with a sieve with a 
gauge of WOO, urn 

At the end of calibration, collect the granulated 
mass obtained in the appropriate container/s 

of DOUBLE PE_ BA GJNSERTED 

into.Q. krgfLbwrMl 



Equipment used: 

OSCJLLA TING VIAN1 



[initials] 



[initials] 



ID number: 80 r 95-03 

Cleaning verification: OK_ 

Gauge: w_00 urn 

Start time: 9:00 End time: 9:20 



El 



[initials] 



[initials] 
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Granulation 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 




compfetion 





OPERATION DESCRIPTION 



PRODUCTION DATA 



DC 
O 
J- 

LU 
Q_ 

O 



o: 

UJ 

a: 
w 
> 



IS 
09 
01 



IS 

Sept. 

01 



10 



10 1 



Technological controls 



Sample 50,., g of granulate according to 

SOP SF.CF 664 and carry out the following 
controls: 



Apparent density (SOP SF.TF 036) 
Limit of: . NQT_PLANNED g/mL 



□ 



Granulometry (SOP SF.TF 034) 
Limits NOTPLANNED 
>1O00um: CP 12/09/01 

between 710 and 1000 urn: 
between 500 and 710 up 
between 250 ano^OO um: 
betweervKrtSand 250 urn: 
< 1X36 urn: 




Quantity sampled: 50 g 

Equipment: STAV2003. 

Quantity of mix used: 50. g 

V 0 : 2£„.mL 

V10: 70 „. mL V 5 oa: 52 mL 

V1250: 52.-.. m L V2500: — mL 

Da = .0.626... g/mL Di = .__aPj5_7_.g/mL 



Equipment: Illegible] . .200 

Quantity of mix used: 50 g 

> 1000 urn: M.Q_% 

between 710 and 1000 um: _W.___% 

between 500 and 710 urn: J.5„„% 

between 250 and 500 urn: IZ,.% 

between 106 and 250 urn: 37_% 

< 106 um: 2L,% 



[initials] 



[initials] 



[initials] 



[initials] 



Analytic controls 



Collect (number of) granulated samples (in 

duplicate"), according toSOP - SErGF--^0^ - and 
send thejjUaaflaJysisrfoTT^ control. 



[initialsj 12/09/01 

Quantity sampled: g 

See analytical controis in process 



is 

09 
01 



11 



11/1 



Granulation yield control 



11/2 



Determine the net quantity of granulated mass 
obtained from the sampling for technological and 
analytical controls. 

Granulat i on y i eld % - D / thoorotica l 



Granulation obtained: 

Gross: 8495 _ g 

Tare: 3175 g 

Net: 5320 g {D> 

GRANULATION Y I ELD % - (E) 

B 1 7/09/01 



(initials] 



[initials] 
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45 



WEIGHT VERIFICATION OF 
THE RAW MATERIALS 



DATE | 


6 
z 

of 

UJ 

f\ 
O 


OPERATION DESCRIPTION 


PRODUCTION DATA 


OPERATOR 


VERIFIER 


Jo 

Sept. 
01 


12 


Check the weight of the following raw materials: 














12/1 


PRODUCT: Monnitol NF 




LOT. 


A I? J 7/1 








18 




Gross: 




-9 






Sept, 
01 




LOT: AE130 


Tare: 


7/1 


9 


[initials] 






PRACTICAL WEIGHT 2768.575 




i\ei. 


Z /Oy 


9 




[initials] 










Scale ID No.: 


SO-BL35 










12J2 


PRODUCT: CROSCARMELLOSE SODIUM 




Lot: 


.AEU2 








18 
Sept. 






Gross: 


189 


-9 








LOT: AE112 


Tare: 


13 


9 






01 




PRACTICAL WEIGHT 175.350 q 


Net: 


fillegiblej 


9 


[initials] 


[initials] 










Scale ID No.: 


SO-BL-35 








12/3 


PRODUCT: POVIDONE K2 5 




Lot: 


AA10G04 














Gross: 


305.3 


.: 9 


[initials] 


[initials] 






LOT: AA10G041 


Tare: 


13.0 


9 






PRACTICAL WEIGHT 292.250 


.g 


Net: 


292.3 


9 












Scale ID No.: 


SO-BL-32 ■ 












PRODUCTS 




Lot: 
















Gross: 




9 










LOT: 


Tare: 




9 










PRACTICAL WEIGHT g 


Net: 




Q 














Scale ID No,: 










PRODUCT: 




Lot: 












"feross: .q 










LOT: 


Tare: ^"v. 




-9 










PRACTICAL WEIGHT 


g 


Net: 




9 














Scale ID No.: 




















B 12/01 
2001 


I 
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WET GRANULATION 
in DJOSNA 



DAT 
E 


OPER. No. 


OPERATION DESCRIPTION 


PRODUCTION DATA 


OPERATOR 


VERIFIER 




13 


Preparation of the granulated solution 










Wi 


If the contrast is different from the one in point 3 B J 2/09/2001 

Using a sterile container, collect approximately 

150 mL of contrast T.D.I, water to be used and 


T.D.L Water Contrast No.: — 










send the sample to determine its bacterial Toad. 


mL collected: — 




[initials] 




J3/2 


Weigh out 875 g of T.D.J. HoO 


Solvent Quantity 

Gross: 1020 g 
Tare: . 145 g 






IS- 

Sept. 




Warm the solveht to a temperature between 

°C and \ °C and disperse under 


[initials] 




01 




shaking: V 


Net: 825. fl 










!y 


Temperature: ta___ °C 










x 
























Let It cool until a practically ^dear solution is 
obtained. \ 












Addition of tensioactive agents \ □ 












Weight... g of \ 


Solvent Quantity per Tensioactive 
Gross: \ g 










Warm the solvent to a temperature betWeen 
°C and °C and disperse \inder 


Tare: \ g 
Net: \ g 
Temperature: \ °C 










shaking: \ 






















Combine the tensioactive solution with the solution 
of point under shaking\ 


B 12/03/01 
□ 
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45 



WET GRANULATION 
in DIOSNA 



DATE 



of 

LU 
Q- 

o 



OPERATION DESCRIPTION 



PRODUCTION DATA 



1 

LU 

a, 
O 



UJ 

LU 

> 



18- 

Sepf. 

01 



Preliminary sieve analysis of the raw materials 



Sieve analyze the raw materials 

MmnitoJNF _____ _ 



Cros^rmelloseSc^jum m . 
Povidone 



Equipment used: SIEVE_ 

ID number: / 

Cleaning verification: __„f?/£_ 

Gauge: [il!ssbte]„. 



through a. 



J-lJ-Wm gauge sieve 



14/2 



Equipment type: 



[initials] 



[initials] 



18- 

SepL 

01 



Mixing 



Load the raw materials from point .J6mid_J4_ 

into the Diosna granulator and mix for 5. 

minutes under the following conditions: 

Principle shaker speed: / 

Crusher speed: / 

Modify the operating conditions if necessary B 12/09/2001 



ID No.: 80-GU-_04_, 

Cleaning verification: - _ 



Principle shaker speed: / 

Crusher speed: / 

Start time: WjOQ. End time: „/0:ft5_. 



[initials] 



[initials] 



18- 

Seot 

01 



16 
161 



Wetting 



Wet the powder with the solution prepared 

in point 13 

Using a peristaltic pump 13 

Modify the operating conditions if necessary B 12/09/2001 

Pump capacity 250/350 _.g/m in. 

During the wetting employ the following conditions: 

Principle shaker speed: 7 

Crusher speed:. I 



Peristaltic pump model :____LQH£R_ 



ID No.: 80 r PM-Q7„_ 

Cleaning verification: - 

Pump capacity___?j/0_2tf0 g/min. 

Pump r.p.nr 40-42 

Principle shaker speed: I 

Crusher speed: I 

Start time: 10:25 End time: 10:30 



[initials] 



[initials] 
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WET GRANULATION 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 


in DtOSNA 



OPERATION DESCRIPTION 



PRODUCTION DATA 



0d 

LU 

o 



III 



a: 

s 



18 

Sept. 

01 



J6'2 



If needed, add TDIH 2 0 

at the end of the wetting whil e k ee p i ng th e 



condition s from point unchang e d. 



16'3 



Setting the appropriate conditions. 

Record each addition of H 2 0 [initials] 12/09/01 



If the T.D.I. Water contrast is different from that in 

point using a sterile container, collect 

approximately ....50.... ml of T.D.I. Water and send 
the sample to have its bacteria load determined. 



Solvent type: TDIH^Q 

Added quantity: A5&J5L 

T. D. I . Water contrast No. : 42 

Start time: ,.J0:4Q. End time: ..JOjAA. 



[initials] 



[initials] 



T.D.I. Water contrast No.: 
mL collected: . - 



18 

Sept. 
01 



Granulation 



17/1 



Proceed to the granulation of the wet mass 
according to the following parameters: 

Principle shaker speed: //// 

Crusher speed: Ml. , 

Granulation time: [illegible]./. nun... 

*Set the condition and times so that a consolidated 
granulate, [initials] 12/09/01 



START TIME: 10:49 

Principle shaker speed: // 

Crusher speed: _____ __ // 

Principle motor electricity absorption at the 

end of granulation: ....2.50 A 

Granulation time: 

END TIME 10:50 



[initials] 



[initials] 



Edition No.: 6 of 03/11797 
Substitutes edition No.: 5 of 15/09/97 



Checked by:_ 



["signature! 



Pharmacia 



Pilot Plan Formula Development 

Oral Solids Section 



Product: SU 10398 (PNU-290940AD) 


Lot: J83G03 Room: 72 


Page: 18 of 45 




WET GRANULATION 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 


. in DJOSNA 



LU 



2 



OPERATION DESCRIPTION 



PRODUCTION DATA 



O 
I- 

2 

III 
Q_ 

O 



ad 

LU 



lu 
> 



01 



18 

SepL 

01 



18 

Sept, 

01 



IS 



Drying 



Transfer the wet granulated mass into the ._ 

GLATGPCG_5 type 

dryer and dry at a relative humidity of ^ .3*5__% 
according to the following parameters: 

Heater 



Equipment: 

GLATGPCG.5 

ID number: $0 z LF-02_ 

Cieaning verification: QK__ 



Temperature: °C 

In a vacuum at 

At an atmospheric pressure of 

Fluid bed dryer 



□ 
□ 



"AIR IN" Temperature: 60 _ °C 

"AIR IN" Volume: *__.„ Nm 3 /h 

Product temperature to set on the 

thermometric probe: ___ _40 °C 

Time for shaking the hoses: -IXsec 

Time between hose shakings: _„_J minutes 

Shaking Type WSG ' □ 

GPCG 

*Set the air volume so as to obtain the correct 
movement of the product [initials] 12/09/0 J 



grature read: °C 

Degree of vac 

Start time: EndTin 

[initials] 12/09/01 



"AIR IN" Temperature: 60 °C 

"AIR IN" Volume: DA300A Nm 3 /h 
150 

Temperature set on the probe: 40 m „. °C 



Time for shaking the hoses: J5"___ 

Time between hose shakings: „ Jf___ minutes 
Shaking type WSG □ 

GPCG EI 

Start time:. .__ 1J:W 

End time: 11:38 

"AIR OUT 1 Temperature at the end of the 
process: 32, .°C 



[initials] 



[initials] 



[initials] 



[initiate] 



I [initials] 



[initials] 
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WET GRANULATION 


Pharmaceutical form: Capsule 


Dosage: 25 rng (as a free base) 


in DIOSNA 



tu 



OPERATION DESCRIPTION 



PRODUCTION DATA 



DC 
O 
I- 

2 



Q- 
O 



on 

LJJ 
LL. 
QC 
LJJ 
> 



18 



01 



18-3- 



1&4 
18'5 
186 



18<8 



18-9 



1810 



18' 11 
18'12 
18'13 



At the end of drying, sample the granulated mass 
from the dryer according to the manner described 
in SOP SG.CF 004 and perform the following 
checks: 

Karl Fisher: □ 

until a constant weight is obtained [initials] 12/03/01 

Weight loss at ,JJ0 °C for m i n. M 

Residual humidity limit <. 2.5. % 



If the residual humidity value is not within the set 
limits, continue drying according to the provisions 

in point. J8J2J. „ 

If necessary modify: 

-the drying temperature □ 



-the thermometric probe product 
temperature 



At the end of drying, sample the granulated mass 
from the dryer according to the manner described 
in SOP SG.CF 004 and perform the following 
checks again: 

Karl Fisher: □ 
until a constant weight is obtained [initials] 12/03/01 
Weight loss at _JJ_0____. °C for min. LEI 

Residual humidity limit <. 2.5 „ % 



Residual humidity: ...J.-S?____. % 

Thermobalance at HO... °C fer-_. 

Thermobalance ID number: ..80-.U&J.2 

Karl Fischer ID number: - 



□ 



[initials] 



[initials] 



"AIR IN" Temperature: °C 

Heater temperature: °C 

Thermometric probe product 

temperature: °C 

Start time: End tin 

"AIR OUT" temperature at the end 
of the process: /°C 




[initials] 08/10/01 



Residual rwnidity: 

Thermobalance at ___ °C for . 

Therrabbalance ID number: 
Kai/ Fischer ID number: 
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Pharmaceutical form: Capsule 


Dosage: 25 mg (a 


s a free base) 


WET GRANULATION 
in DIOSNA 



DATE 



OPERATION DESCRIPTION 



PRODUCTION DATA 



on 
o 



CL 

o 



or 

UJ 
LL 

q: 

UJ 

> 



19 



Final Calibration 



19/2 



Calibrate the dried granulated mass using 

___QSCIMA1INGVJANL 

that is equipped with a sieve with a 
gauge of J_000 jjrn 

At the end of calibration, collect the granulated 
mass obtained in the appropriate container/s 

of mVM&EEjPAGMSMZKMNmA 

KRAFT BARREL 



Equipment used: 

OSCILLATING VI AN I 



[initials] 



ID number: 8p-G8-0_3_ 

Cieaning verification: -_ 

Gauge: WOO 

Start time: JJjOO.... End time: JJ:30„ 



[initials] 



[initials] 



[initials] 
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Granulation 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 




completion 



DATE 


!R. No. 


OPERATION DESCRIPTION 




PRODUCTION DATA 






OPERATOR 


RIFIER 




LU 
Q_ 
\J 












LU 
> 


18 


20 


Technoloqical controls 














Sept. 
01 




















20/ J 


Sample 50 q of qranulate accord inq 


to 


Quantity sampled: 50 




q 




[initials] 






SOP SF.CF 004 and carry out the following 
controls: 


Equipment: STA V2003 








20*2 


Apparent density (SOP SF.TF 036) 




Quantity of mix used: 50 q 






18 

SepL 




Limit of: NOT g/mL 

PLANNED 




V 0 : 78 mL 

Vi 0 : 70 mL V 5 ao: 


64 


mL 


[initials] 










Vi25d' 64... mL VsBnn: .__ 




mL 






01 








Da = „. A«I„„ g/mL Di = „_0,28l g/mL 








20'3 


Granutometry (SOP SF.TF 034) 

Limits NOT PLANNED [initials] 12/09/01^ 


LSI 


Equipment: MUM 








[initials] 






Quantity of mix used: 50 




-9 










> 1000 urn: 


% 


> 1000 pm: 


0 


% 










between 710 and 1000 urn: 


% 


between 710 and 1000 um: 


1 


% 










between 500 and 710jjfrf: 


% 


between 500 and 710 um: 


9 


% 










between 250 apd^OO urn: 


% 


between 250 and 500 um: 


...J?.„ 


.% 


[initials] 








betweep>tt56 and 250 urn: 


% 


between 106 and 250 um: 


,..34. 


.% 










^It56 urn: 


% 


< 106 um: 


...52„ 


„% 










ArTalvtte-cantro Is 


















Collect (numbe7^7~ijrafHjl^^ 

(in duplicate), according to SOP SF^CFliJO^afl^ 

send them to analysis for homogeneity control. 


.Jjnjtials] 12/09/01 

QuanTitf^afflfjJedL^ 




... g 














See analytical controls inproce"5s 






























21 


Granulation vield control 




Granulation obtained: 














Combine: granulate from point 19/2 and 11 














18.09.01 


21/1 


Determine the net quantity of granulated mass 
obtained from the sampling for technological and 
analytical controls: 


Gross: 8624 
Tare: 3133 
Net: 5491 


.... g 
.... g 
g(D) 










21/2 


Granulation vield % = D / theoretical 

WO 

Theoretical =11 164.020 g [initials] 12/09/01 




GRANULATION YIELD % = 

TOTAL 10811 g * (SEE NOTE) 


P.6.8.. 


..(E) 
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Granulation 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 


completion 



DATE 



OPERATION DESCRIPTION 



PRODUCTION DATA 



o 
I- 

2 



o 



_t_ 
LU 
> 



18 

Sept. 

01 



18 

Sept. 
01 



22- 
22/1 



Mix preparation 



22/2 



2W 



Redo the proportions and weigh the excipients 
listed below based on the granulation yield (E) 
calculated in point .... 2//2._„ Send the residual 
excipients to be destroyed. 



QKOsgormeUose sodium 

Quantity to be weighed = „_350JQQ_____ g x E/100 

= msm* 

Lot: ._.._AEJ12_ 

Ve& m M&_STEARATE 

Quantity to be weighed = __J_?5.28Q_„__ g x E/100 

=„„»...J6M?.l£. 

Lot: AA10L028 




START TIME: 15:30 

Lot: Ami.: _____ __ 

Gross: 952.5... g 

Tare: 13,0,... 9 

Net: „„mi„ g 

Scale ID number. SO-J [36-37 

Lot: AAJ0L028 

Gross: .102,2 g 

Tare: JJ*Q mmmm 9 

Net: J69J_ g 

Scale ID number: S0-BL-3J 

END TIME: 16:05 

Lot: 
Gross: 
Tare: 
Net: 

Scale ID number: 
Lot: 

Gross: g 

re: 

Net-V g 

Scale iDhumber: 
Lot: 

Gross: .N^. g 

Tare: [initials] 12/09/01 

Net: g 

Scale ID number: 



{initials] 



[initials] 



[initials] 



[initials] 
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Granulation 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 




completion 



DATE 


d 
z 

of 

UJ 
Q. 

o 


OPERATION DESCRIPTION 


PRODUCTION DATA 


OPERATOR 


VERIFIER 




23 


Preliminary sieve analysis of the raw 












materials 










23/1 


Sieve analyze the raw materials: 
Croscarmellose sodium 


[initials] 19-09-01 

Equipment used: TURBULA T50A 
SIEVE 






01 




, Vegetable Mg. Stearate 


ID number: SO 115 23 










Cleaning verification: OK 






09 






Gauge: 0.365 mm 


[initials] 




19 














through a 0365 






[initials] 






gauge sieve. 










23/2 


Equipment type: sieve 


































24 


Mixinrj 










24'] 


i r l\ i ■ r i -s. r ixl 

Load the granulate from point 21 and the raw 


Equipment used: 






0! 




materials that fulfill the pro vis ions of point 23 , 








09 




with the exception of Mg. STEARATE 


TURBULA 








into me iiirouia idu/a 


iu numoer. ou-mo-jj 






19 




j U L Barrel 


Cleaning verification. uk 










type mixer and mix for 5 


np.m.: 25 










minutes at a speed of 25 rpm. 


Start time: 9:45 End time: 9:50 




[initials] 










[initials] 




24<2 


Add Mg. STEARATE to 


Start time: 9:55 End time: 10:00 










the premix described in point 24/1 and mix 


r.p.m.: 25 










for 5 minutes at a speed of 25 rpm. 










24/3 


At the end of mixing, empty the mix into the 
appropriate container of 

Double PE bag/Krqfi Barrel [initials] 12/09/01 












50 L STEEL BARREL 
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Granulation 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 


completion 



DATE 



OPERATION DESCRIPTION 



PRODUCTION DATA 



e 

LD 
Q. 

O 



a: 

UJ 

U_ 
DC 

b 



0/ 
OP 



25 



257 



25/2 



Technological controls 



25<3 



2^ 



Sample -55 _ g of mix according to SOP 

SF.CF 004 and carry out the following controls: 

Apparent density (SOP SF.TF 036) H 
SI/ 50 # 

Limit of: „NOT g/mL 

PLANNED [initials] /2d22 
200J 



tfww a L.O.D. check at 110 *C wn/rt a constant weight 
is achieved [initials] 12/09/0 J 

Granulometry (SOP SF.TF 034) □ 
Limits 

> 1000 urn: % 

befweeQ710 and 1000 urn: % 

between 5u^TaTteL£10 um: % 

between 250 and 500|jnt\^^ % 

between 106 and 250 um: ^"""^ s ^ = ^_„ % 
< 106 urn: 



Quantity sampled: 55 g 

Equipment: STAV [2003 

Quantity of mix used: .50 g 

V 0 : 68_mL 

V10: 62, ... mL V 5 oo: 5£___ mL 

Vi26o: 55._rtl/_ V2500-" rr. mL 

Da = _.a.735_ g/mL Di = „ft«B„ g/mL 

z,.cm = 

Equipment: 

Quantity of mix used: g 

> 1000 urn: % 

between 710 and 1000 Mm: _.. % 

between 500 and 710 um: % 

between 250 and 500 um: % 

between 106 and 250 um: % 

<106um: B 1 2-03/200 1 % 



[initials] 



{initials] 



01 
09 
19 



25/1- 



25/5 



Analytic controls 



Collect „IJ}„. (number of) mix samples (in 
duplicate), according to SOP SF,CF 004 and 
send them to analysis for homogeneity control: 



SINGLE SAMPUiS OF Btf mg F.ACH 

Quantity sampled: L g 

[initials] bh '/O OJ 

See analytical controls in process 



[initials] 



[initials] 



01 
09 
19 



26- 



26'1 



Final mix yield control 



Determine the net quantity of mix obtained from 
the sampling for technological and analytical 
controls. 



Mix obtained: 



Gross: 
Tare:.,, 
Net- ... 



JJ436 g 

JSBL 9 

±1268 g 



[initials] 



[initials] 
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Pharmaceutical form: Capsule 


Dosage: 25 mg (e 


\s a free base) 


DISTRIBUTION 
into CAPSULES 



DATE 


o 
z 

UJ 

0- 

o 


OPERATION DESCRIPTION 


I 

PRODUCTION DATA 




OPERATOR 


VERIFIER 




27 


Distribution into capsules 












27/1 


Verify the conformity of the hard gelatin shells: 










• 




Format No.: 3 














Body: OPAQUE SWEDISH ORANGE 










■ 




Hpari' (IPAOIIF WFD/W ORANGF 












Printing: - 


Conforms: Yes 13 


No □ 


[initials] 


[initials] 






LOT No. AE310 


LOT No. AE310 








27/2- 


Weigh 100 empty shells to determine the average 


Average shell weight: 48 


. mg (a) 










weight. 










27/3 


Make the 


Capsule sealing machine: _ rjllefiiblel A25 










Bllegiblel^J 


ID number: SO-OP-05 












type capsule sealing machine ready and set it to 


Cleaning verification: OK 


[initials] 








format No. 3 with No, 2 dosage 


Dispenser No.: 2 






[initials] 






ion jy. jof fttUi *t 


Format No.: 4 










27/4 


Work Parameters 














Theoretical weight: 83.5 mg 


Distribution weight: 131.50 


mg CP) 




[initials] 


Sept-0 




Distribution weight: Theoretical + a 


Top end weight: 137J6_. 


mg 


[initials] 




Weight limit: (3 + (± 7.5 % of the theoretical) 


Bottom end weight: 125.24 


mg 






■ 




Hopper level height: TBD mm 


Hopper level: 30 


mm 










Dispenser chamber height WJ?..„. mm 


Dispenser chamber: 1Q.5 


mm 






■ 


27/5 


Piston pressure Yes □ No E3 


Pressure index: — 


[initials] 


[initials] 




27/6 


Teflon coated pistons Yes □ NoH 


Yes □ No Kl 






27/7 


Machine speed: ..,.-3500 cps/h 


Machine speed: 3500 


cps/h 










Production speed: 3500 


cps/h 


{initials] 


[initials] 











Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/1 1/97 



Checked by:_ 



[signature] 
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DISTRIBUTION | 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 


into CAPSULES 



OPERATION DESCRIPTION 



PRODUCTION DATA 



O 
I- 

UJ 
Q- 
O 



on 

UJ 

u. 

LU 
> 



20 
07 



27/8 



During the distribution, guide the produced 
capsules into a cyclone separator. 



27,9 



As they come out of the cyclone, collect the 
capsules in suitable container/s of: 

DOUBLE PE BAG / KRAFT BARREL 



Model: Jjllegiblel 

ID number: SQsSSeQL 

Cleaning verification: OK_ m 

Operative parameters: ____ 35% _ 

SEE NOTE 
Container used: * 20/09/0 1 

DOUBLE PE BAG/ 

KRAFT BARREL 



[initials] 



[initials] 



[initials] 



[initials] 



Sampling and controls 



25// 



Monitor the processing so that the process is 
executed within the set parameters and perform 
the following controls according to the manner 
indicated in SOP SF.CF 004 and the indications 
shown on the corresponding section of the form. 



[initials] 



[initials] 



29 



Preparations for the sampling of the finished 



product for controls 



At the beginning, middle and end of the 
distribution into capsules, sample (in a manner 
equally spread throughout) an overall number of 

capsules equal to -600. units which are 

necessary for controls on the finished product. 



[initials] 



[initials] 



20- 

Sepl. 

0! 



DISTRIBUTION START 



Date: _2Q_*£ep_t-M Time: _J_6j00„ 



[initials] 



[initials] 





Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 




Checked bv: [signature! 



Pharmacia 



Pharmaceutical Development / oral solids and warehousing 
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Room: 72 
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DISTRIBUTION 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a 


free base) 


Into CAPSULES 



2 



OPERATION DESCRIPTION 



PRODUCTION DATA 



in 

CL 

O 



ft: 

LU 



or 

LU 

> 



M 

Sent. 

01 



20 
OR 
01 



31/1 



31/3 



31/4 



Controls while in process 



Capsule appearance at the beginning of 
distribution (that there are no signs of rupture or 
crushing on the body and/or tips) 



Uniformity of weight/average weight 
(SOP SF.CI 051) 
Disintegration (SOP SF.CI 015} 

UniformityofcS 

(sample 30 capsules at the begTnnifig^jTTiddle - 
end of distribution and send the samples to 
SF/Pharmaceutical Controls) 



Capsule appearance at the end of distribution 
(that there are no signs of rupture or crushing on 
the body and/or tips) 



Capsule appearance at the beginning 
of distribution ...CONEQEMS. 



[initials] 



[initials] 




Beginning □ 
□ 

End -& [initials] 13/09/01 

Capsule appearance at the end of 
distribution CONFORMS 



[initials] 



[initials] 



Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 



Checked by:. 



fsignaturel 
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DISTRIBUTION 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 


into CAPSULES 



IN PROCESS WEIGHT CONTROLS (SOP SF.CI 051) 



Scale model: SARTOR1US 



\D number: 



SO-BL- 37 



Frequency 



Avg. theoretical weight Top end weight Bottom end weight No. controls per insp 



No. of Operations 



Start/End of processing/day and every 
SO min 



J 3 J. 50 mg 



137.76 mg 



1 25.24 mg 



20 



31/2 



DATE 


TIME 


SIN 


3LE WEIGHT VALUES 


AVG 


S.D. 


CV% 


20 Sep 01 


16:00 






















131.9 


30 


1.52 




16:30 


[illegible] 




















131 


L6 


1.22 




17:00 






















131.7 


U 


0.89 


21 Sept 01 


09:30 






















I3JJ 


0.9 


0.69 




10:00 






















1303 


0.8 


0.61 




10:30 






















1313 


13 


0.99 




11:00 






















131 


13 


0.99 




11:30 






















131.1 


1.1 


0.84 




12:00 






















131.7 


13 


0.99 


24 Sep 01 


09:10 






















130.7 


1.1 


0.84 




09:40 






















132.9 


1.4 


1.05 




10:10 






















133 


1.5 


1.13 




10:40 






















132.6 


1.8 


137 




11:10 
















M 


D.S. 


cv% 


132.0 


LI 


L29 




11:40 


MACHINi 


7 . TIME SI 


OPPED. 1 


IESTARTL 


'D 11:58 f 


SEE [illeg 




131.8 


13 


0.99 




Sr4- 


4S$ 




13:30 






















132.8 


1.2 


0,90 




14:00 






















133.2 


L4 


1.05 




14:30 






















132.8 


1.5 


LI 3 




15:00 






















133.0 


1.6 


1.20 




15:30 






















133.1 


LI 


0.83 




16:00 






















133.1 


L7 


1.28 




16:30 






















132.7 


1.6 


L21 


25-09-01 


9:30 






















130.1 


2.0 


1.53 




10:00 






















131.5 


1.8 


137 




10:30 






















1333 


2.0 


1.50 


MACHINE 


STOPP1 


ID 










25-09-0 


\ [initials 


] 












START [illeg 
25/(19/(11 




STOP 































































24S.2001 
[signature 



OPERATOR'S SIGNATURE: Isigpature]. 



VERIFIER'S SIGNATURE: [signature! _ 



Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 



Checked by:. [signature! _. 
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DISTRIBUTION 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 


into CAPSULES 



IN PROCESS WEIGHT CONTROLS (SOP SF.CI 051) 



Scale model: SARTOR1US 



ID number: 



SO - BL - 37 



Frequency 



Avg. theoretical weight Top end weight Bottom end weight No. controls per insp. 



No. of Operations 



Start/End of processing/day and every 

30/ftitt 



1 3 J. 50 nig 



137.76 mg 



125,24 mg 



20 



31/2 



DATE 


TIME 


SINGLE WEIGHT VALUES 


AVG 


S.D. 


CV% 


25-03-2001 


13:30 






















131,9 


1.3 


0.99 




14:00 






















131,8 


1.1 


1.29 


STOP 


14:30 






















132.6 


1.6 


1.21 \ 


26-9-01 


10:15 
















M 


as. 


CV% 


131.7 


1.3 


0.99 


STOP 


10:45 
















132.0 


L5 


L19 


434*4- 




2r44 




11:30 


RESTAR1 


AFTER B 


R1EFSTC 


P OF TH1 


:machia 


E [imtiE 


Is] 26/04/1 


'7 






132.2 


L8 


1.36 


STOP 


12:00 






















1313 


L6 


1.23 


26/9/01 


13:30 


MACHih 


EADJUS'i 


WENT Al 


ID STOP 






[ir 


itials] 21 A 


19/01 TIM 


£ 14:59 


131.1 


1.5 


LI 4 


26/9/01 


16:20 


restar: 


"AFTERS 


TOP FOR 


ADJUST! 


4ENT 


initials] 2i 


V09/01 








130.8 


0.8 


0.61 


26/9-01 


16:50 






















131,3 


1.8 


1.37 


27-09-01 


08:30 






















130.5 


3,1 

&6 


1.58 




09:00 






















131.3 


1.2 


0.91 




09:30 






















133.1 


LI 


1.28 




10:00 


MACHli 


JESTOP 


[ 


nitials] 27 


'09/01 












132.4 


1,9 


1.66 




11:00 






















132.7 


1.3 


0.98 




11:30 






















134.3 


1.3 


0.97 




12:00 






















133.3 


L2 


0.90 




12:30 






















133.3 


1.8 


135 




13:00 






















132.2 


L6 


1.21 




13:30 






















133 


1.7 


1.28 




14:00 






















133.6 


1.8 


1,35 




14:30 






















133.9 


L9 


LOS 




15:00 






















131.5 


1.4 


1.06 




15:30 






















132,5 


1,3 


0.98 




16:00 




MAC H IN. 


ESTOP 




21 May 


01 [signa 


ure] 
















16:15 






















132.1 


1.4 


1.06 


27-SEP-01 


16:45 






















132.1 


L4 


L06 


28-09-2001 


08:10 






















131.7 


1.9 


1.44 



\>6-09-20C 
signature 



OPERATOR'S SIGNATURE: Isignature]. 



VERIFIER'S SIGNATURE: ...isignaturel. 



Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 



Checked by:. _ [signature!. 
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Room: 72 



Dosage: 25 mq (as a free base) 



Page: 30 of 



45 



DISTRIBUTION 
Into CAPSULES 



IN PROCESS WEIGHT CONTROLS (SOP SF.Cl 051) + 



SEE NOTES 01/10/01 



Scale model: SARTORIUS 



ID number: 



SO-BL- 37/31 



Frequency 



Avg. theoretical weight Top end weight Bottom end weight No. controls per insp. 



No. of Operations 



Start/End of processing/day and every 
30 mm 



131.50 mg 



1 37.76 mg 



125.24 mg 



20 



31/2 



DATE 


TIME 


SINGLE WEIGHT VALUES 


AVG 


S.D. 


CV% 


28-09-2001 


08:35 






















13L0 


2.1 


1.60 




09:05 






















13L7 


1.8 


1.37 




09:35 






















132.2 


1.7 


1.29 




10:05 






















133.5 


1.8 


1.36 




10:35 






















132.9 


1.6 


1.20 




11:05 






















13L2 


1.7 


1.30 




11:35 






















13L8 


1.2 


0.91 




12:05 






















132.2 


1.4 


1.06 




12:35 






















132.9 


1.5 


1.13 




13:05 






















132 J 


Or 0.9 


0.68 




13:35 






















133.3 


1.5 


1.13 




14:05 






















132.8 


1.6 


1.2 




14:35 






















132.5 


1.5 


1.13 




15:05 






















132.3 


1.8 


1.36 




15:35 






















132.1 


1.5 


1.14 


01-10-2001 


08:35 






















132.6 


2.0 


L51 




09:01 






















13L5 


1.2 


0.91 




09:30 


132 


134 


134 


131 


131 


131 


133 


133 


130 


130 


13L8 


1.3 


1.00 






132 


131 


130 


133 


133 


133 


131 


130 


132 


132 


443*4 


[initials] i 


10 01 




10:00 






















132.4 


1.1 


0.83 




10:30 






















132.1 


0.9 


0.72 




11:00 






















133 


1.2 


0.88 




11:30 






















133.3 


L3 


0.95 1 




12:00 






















133.2 


1.5 


1.10 




12:30 






















133.2 


1.3 


0.96 ! 




13:00 






















132.4 


1.5 


1.13 ! 




13:30 






















134 


1,3 


0.98 




14:00 






















133.3 


1.4 


1.06 





OPERATOR'S SIGNATURE: _Isignature]_ 



VERIFIERS SIGNATURE:. 



.[signature!. 
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DISTRIBUTION 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 


into CAPSULES 



IN PROCESS WEIGHT CONTROLS (SOP SF-CI 051) 



Scale model: SARTOR1US 



. ID number: 



SO-BL- 31 



Frequency 



Avg. theoretical weight 



Top end weight 



Bottom end weight No, controls per insp. 



No. of Operations 



Start/End of processing/day and every 

JOjitfn 



131.50 mg 



137,76 mg 



125.24 mg 



20 



31/2 



DATE 


TIME 


SIN 


3LE WEIGHT VALUES 


AVG 


s.u. 


CV% 


Ol-Oct.-Ol 


14:30 






















132.1 


1.4 


1.07 




15:00 






















132.6 


1.3 


0.99 




15:30 






















131.7 


1.3 


1.02 




16:00 




MACHI 


V T ESTOP 


[initials] 






















16:20 






















131.5 


L5 


1.14 




16:50 






















133 


1.5 


1.14 


02-10-0! 


08:20 






















130.6 


1.8 


1.41 




08:50 






















130.5 


1.6 


1.23 I 




09:20 






















131.6 


1.9 


1.42 




09:50 






















131.9 


1.6 


1.23 




10:10 




Machine 


Stop [init 


als] 






















10:40 






















133 


L0 


0.75 




I J. JU 






















131.5 


1.8 


1.36 


END 


11:40 






















130.9 


1.2 


0.94 
























































































































































































[initials] 
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DISTRIBUTION 


Pharmaceutical form: Capsule 


Dosage: 25 ma, (c 


as a free base} 




into CAPSULES 



IN PROCESS DISINTEGRATION CONTROLS (SOP SF.CI 015) 



EQUIPMENT: SOTAX DT3 ID number: SO-DG-01 


FREQUENCY 


LIMITS 


IMMERSION FLUID 


No. controls per 
inspection 


No. OPERATIONS 


Start/End of processing/day and 
every ___4JiQyrs. 


< 30 min 


TD1H20 


6 


31/3 


DATE 


TIME 


CONTROLS ON 
IMMERSION FLUID 


SINGLE VALUES 


20 Sept 01 


16:00 


Terno: 37 ■ °C 
Level: Conforms 


6 '00" 


630" 


659" 


7 '00 


2 30" 


750" 


20 Sept. 01 


12:00 


Temp: 37.5 °C 
Level: Conforms 


3" 


3 '20" 


330" 


7'40" 


350" 


410" 


21 Sept. 01 


9:30 


Temp: 37.5 °C 
Level: Conforms 


418" 


5V0" 


530" 


6'OQ' 


630" 


7 '40" 


21 Sept. 01 


12:00 


Temp: 37.5 °C 
Level: Conforms 


450" 


510" 


530" 


5'40" 


6'20" 


7 30" 


24 Sept. 01 


09:10 


Temp: 37.5 °C 

Level: Conforms 


5 30" 


5 50" 


610" 


6 '50" 


730" 


8'00" 


24 Sept. 01 


13:10 


Temo: 37.4 °C 
Level: Conforms 


4 '00" 


5 '50" 


630" 


710" 


730" 


750" 


24-Sept. 01 


16:30 


Temp: 37 A °C 
Level: Conforms 


5'00" 


6 '20" 


6' 40" 


650" 


3V0" 


710" 


25-09-01 


9:30 


Temp: 37.5 °C 
Level: Conforms 


4 "25" 


5'00" 


515" 


[illegible] 

630" 


655" 


7'20" 


25-09-01 


13:35 


TemD: 37.4 °C 
Level: Conforms 


510" 


550" 


610" 


625" 


7V0" 


735" 


26 09 01 
STOP 


4 4:30 

[illegible] 


Temp: 37.5 °C 
Level: Conforms 


4 '55" 


510" 


515" 


615" 


650" 


710" 


26-09-01 

*SEE 

NOTE 


10:16 


Temp: 37.5 °C 
Level: Conforms 


5'25" 


5'45" 


6 '25" 


630" 


710" 


7 '20" 


27 Sept. 01 


08:30 


Temp: 37.4 °C 
Level: Conforms 


510" 


550" 


610" 


630" 


720" 


750" 





OPERATOR'S SIGNATURE: Isignaturel 



VERIFIER'S SIGNATURE:. [sjgnaturel. 
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DISTRIBUTION 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 




into CAPSULES 



IN PROCESS DISINTEGRATION CONTROLS (SOP SF.CI 015) 



EQUIPMENT: SOTAXDT3 ID number: SO-DG-0I 


FREQUENCY 


LIMITS 


IMMERSION FLUID 


No. controls per 
inspection 


No. OPERATIONS 


Start/End of processing/day and 
every 7 hours 


< 30 min 


TD1H20 


6 


31/3 


DATE 


TIME 


CONTROLS ON 
IMMERSION FLUID 


SINGLE VALUES 


22 Sept 01 


12:30 


Temp: 37.4 °C 
Level: Conforms 


6 '00" 


630" 


7 , 10" 


8*00 


830" 


830" 


22 Sept. 01 


16:45 


Temp: 37A °C 
Level: Conforms 


5 30" 


6 '20" 


630" 


7 '00 


720" 


7 '40" 


28/09/01 


8:30 


Temp: 36.8 °C 
Level: Conforms 


7 '30" 


8 '30" 


no 


930 


'935 


9 '40 


28/Sept/Ql 


12:30 


Terno: 37.2 °C 
Level: Conforms 


6 30" 


7 '20 


7 '40" 


730" 


8 '00" 


830" 


28/Sept/Ql 


15:35 


Terno: 37.4 °C 
Level: Conforms 


7'00" 


720" 


330" 


810" 


8'40" 


9'00" 


01/OctJOl 


08:45 


Temp: 37.4 °C 
Level: Conforms 


510" 


5 30" 


530" 


620" 


730" 


730" 


01/OcfS0I 


12:45 


Terno: 37.4 °C 
Level: Conforms 


6'40" 


630" 


7'10 


730" 


730" 


810" 


01/OctJOl 


16:50 


Temp: 37 °C 

Level: Conforms 


610" 


730" 


830" 


8 30" 


9V0" 


920" 


02/10/01 


8:40 


Temp: 36.8 °C 
Level: Conforms 


630" 


6*45" 


7 "30" 


8 '05" 


8 '45" 


1030" 

CPS that Jloats 
[initials] 2/10 0 i 


02/OctJ01 


11:40 


Terno: 37.2 °C 
Level: Conforms 


7'00" 


720" 


730" 


8W" 


815" 


9 '20" 




















Temp: °C 
Level: 






[initials] 












Temp: °C 














Level: 
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DISTRIBUTION 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 


into CAPSULES 



IN PROCESS DISINTEGRATION CONTROLS (SOP SF.Cl 015) 



EQUIPMENT: ID number: / 


FREQUENCY 


LIMITS 


IMMERSION FLUID 


No. controls per 
inspection 


Jfo, OPERATIONS 


Start/End of processing/day and 
every 4 hours 


< 30 min 


TD1H 2 0 


6 / 


31/3 


DATE 


TIME 


CONTROLS ON 
IMMERSION FLUID 


SINGLE VALUES X 






Temp: °C 
Level: 


















Temp: . °C 
Level: 


















Temp: °C 
Level: 


















Temp: °C 
Level: 


[initials] 
5/10/01 
















Temp: °C 
Levef: 


















Temp: °C 
Level: 


/ 
















Temp: °C / 
Level: / 


















Temp: >C 
Level: / 


















Temp: / °C 
Level;/ 


















Tsfno: °C 
"Level: 


















Temp: °C 
Level: 


















Temp: °C 
Level: 

















OPERATOR'S SIGNATURE: 



VERIFIER'S SIGNATURE: 



Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 



Checked by:. 



Pharmacia 



Pharmaceutical Development / Oral Solids and Warehousing 



Product: SU 10398 (PNU-290940AD) 


Lot: I83G03 Room: 72 


Page: 35 of 45 




DISTRIBUTION 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a free base) 


into CAPSULES 



DATE 


OPER. No. 


OPERATION DESCRIPTION 


PRODUCTION DATA 


OPERATOR 


VERIFIER 


2 Oct 
01 


32 


END OF DISTRIBUTION 


Date: 02-04-01 Time: 11:40 














[signature] 


[signature] 






Controls on the finished product 








02-03 












Oct 


33/1 


Using the capsules sampled in point 








01 




29 , prepare and carry out the following 








33a 


samples: 

No.: 106 for section controls 


No.: 106 








33/3 


No,: 50 for chemical controls 


No.: 50 


[signature] 


[signature] 




33/4 


No.: 30 for dissolution and possible 


No.: 30 










technological controls by SF/Pharmaceutical 












Controls 










33/5 


No.: 31 0 for bacterial loads (40s) 


No.: 310 (40z) 








33/6 


No.: - for - 


No.: 




















34 










02-03 

Oct 

01 


34'1 

34/2 
34/3 


Perform the following section controls and report 
the data on the appropriate section regarding the 
FINISHED PRODUCTS 

DURING PROCESSING □ 

Uniformity of weight/average weight (SOP SF.CI 
051) 

Disintegration (SOP SRCI 015) 


Data reported on: 

FINISHED PRODUCT IE1 
DURING PROCESSING □ 


[signature] 


[signature] 





Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 




Checked by: [signature] 



Pharmacia 
& Upjohn 



Pharmaceutical Development / oral So//ds and warehousing 



Product: SU 10398 (PNU-290940AD) 
Pharmaceutical form: Capsule 



Lot: I83G03 



Room: 72/69 



53 

Dosage: 25 mg (as a free base) 
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45 



DISTRIBUTION 
into CAPSULES 



l 



en 
in 

O 



OPERATION DESCRIPTION 



PRODUCTiON DATA 



I 

LU 

o 



DC 
US 
> 



[initials] 



[initials] 



35 



07 

Oct, 

01 



Analytical controls on the finished product 

Send the above taken samples for the execution 
of the following controls and fill in the appropriate 
section regarding the: 
IN PROCESS ANALYTIC CONTROLS □ 

SENDING FOR FINISHED PRODUCT 
ANALYSIS M 



Data reported on: 

IN PROCESS ANALYTIC CONTROLS □ 
SENDING FOR FINISHED PRODUCT 
ANALYSIS S 



35'2 
35/3 
35/4 
35/5 
35/6 
35/7 
35/8 
35/9 



Titer 

Correlated substances 
Uniformity of content 
Karl Fisher 
Uniformity of weight 
Dissolution 
Bacterial load 

Other IDENTIFICATION 



El 
El 

m 



36- 
3&1 



Metal detector control 



C5 



36'2 



At the end of the distribution, pass the suitable 
capsules through the metal detector 



Verify the number of capsules discarded at the 
end of the operation 



OPERA TIONS PERFORMED ROOM 53 

Model: PRISMA, 

ID number SQ/AT/02 

Cleaning verification: O.IC 

Operative parameters: _SENSJTJVIT_Y____ 

PROGRAM 

Discarded capsules: s 

Gross: £ 

Tare: >/_ £ 

Net: q 

Equal to / (number) capsules as 

calculated based on the average weight 



[signature] 



[signature] 



36<3- Jake care to send the discarded capsules to be 
destroyed. 



[signature] 



[signature] 







Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 




Checked by: fsienaturel 



Pharmacia 



Pharmaceutical Development / Oral Solids and Warehousing 



Product: SU 10398 (PNU-290940AD) Lot: I83G03 
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IN PROCESS ANALYTICAL CONTROLS 



OPER. 
No. 


! DATE 


SAMPL 
E No. 


Numeric or oonderal 
quantity 


CONTROL TYPE 


LABORATORY 


RESPONSF 
No. and DATE 


OPERATOR 


VERIFIER 


3/1 


17.09. 01 


1 


150 id 


BACTERIAL LOAD 
CONTRAST H-,0 42 


microbiologica 
I [illegible] 


200071017 
25/09/01 


[initials] 
[initials] 


[initials] 
[initials] 


25/5 


19-09-01 


10 




MIX HOMOGENEITY 


AD5 


20012723 
24/09/01 





































































































TO SEND TO FINISHED PRODUCT ANALYSIS 



DATE 


Numeric or 
pondera! quantity 


CONTROL TYPE 


LABORATORY 


RESPONSE No. 
and DATE 


OPERATOR 


VERIFIER 


03-Oct-0l 


50 [initials] 


CHEMICAL CONTROLS 


ANALYTICAL ADS 


20013158 13/11/01 


[initials] 


[initials] 


OS-Oct-01 


30 [initials] 


D1SSOL UTION AND EV. 


ANALYTICAL ADS 


20013158 13/11/01 


07-Oct'Ol 


31 0 [initials] 


BACTERIAL LOAD 


BIOLAB [initials] 10.10.01 
ANALYTICAL ADS 


20013158 13/11/01 























































Edition No.: 7 of 10/05/99 I 
Substitutes edition No.: 6 of 03/11/97 | 


Checked by: 



Pharmacia 



Pharmaceutical Development / Oral Solids and Warehousing 



Product: SU 10398 (PNU-290940AD) Lot: I83G03 

Pharmaceutical form: Capsule Dosage: 25 mg (as a free base) 


Page: 38 of 45 




TECHNOLOGICAL CONTROLS ON THE FINISHED PRODUCT 



DATE 



CONTROL 



LI MITS/REFERE NCES 



RESULT 



O 

$ 

LD 

o 



0£ 
LU 

UL 

s 



WEIGHT 
SOP SF.Cl 051 



Theoretical: 131.50 mg 

Minimum: 137.76 mg 

Maximum: 125.24 mg 



Scale model: SARTORivs 
ID number: SO/ BL / 31 



02^ 
Oct 
01 



SEE 



[initials] 



ATTACHMENT 



[initials] 



[initials] 



~7L 



Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 



Checked by:. 



[signature! 



Pharmacia 



Pharmaceutical Development / Oral Solids and Warehousing 



Product: SU 10398 (PNU-290940AD) Lot: I83G03 

Pharmaceutical form: Capsule Dosage: 25 mg (as a free base) 
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TECHNOLOGICAL CONTROLS ON THE FINISHED PRODUCT 



DATE 



CONTROL 



LIMITS/REFERENCES 



RESULT 



on 

I 

HI 

a, 

O 



UJ 

> 



Q2z 
Oct 
01 



Oct 
01 



AVERAGE 
WEIGHT 

SOP SF.CI 048 



Theoretical:. 
Minimum: _ 
Maximum: 



13L50 



128.37 



136.63 



. mg 
_mg 
_mg 



Average: 

S.D.: 

C.V.%: 



132.3 



.mg 



±1_ 



L31 



Limit: 



<301 



Disintegrator: 

ID No.: SO/ 



SOTAXDT3 



DG / 01 



DISINTEGRATION 
SOP SF.CI 015 



Immersion fluid: 

WATER 7D1 37 *C 



Immersion fluid: TDI H 2 Q 



Disks: Yes □ 



No El 



Temperature: 37.4 

Liquid level: Conforms 
Disks: Yes □ No M 



6*50' 



810' 



7 '20' 



8 '30' 



7*50' 



855' 



[initials] 



[initials] 



[initials] 



[initials] 



LOSS 
OF WEIGHT 
SOP SF.CI 029 




Equipment:, 



ID No,; 



/ 



Temperature: 
Time: 

Loss of weight: 



. minutes 



FRIABILITY 
SOP SF.CI 025 



Quantity for the control: 



Friabilimetel 

ID No,: \ 
Initial weight: 
Final weight: 
Friability: 



X. /initials] 

\ 200/ t 



.9 





Edition No.: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 




Checked bv: fsienaturel 



Pharmacia 
& Upjohn 



Pharmaceutical Development / Oral Solids and Warehousing 



[initials! 40 



Product: SU 10398 (PNU-290940AD) 
Pharmaceutical form: Capsule 



Lot: I83G03 



Room: 53 



Dosage: 25 mg (as a free base) 



Page: of 



45 



DISTRIBUTION 
into CAPSULES 



DATE 



OPERATION DESCRIPTION 



PRODUCTION DATA 



O 



CL 
O 



a: 



LU 

> 



37 
37/1- 



Processing yield controls 

At the end of the processing collect the capsules 
and place them in the following primary 
packaging: 

DO UBLE PEBAG/ KRAFT BARREL 



Primary packaging used: 
DOUBLE PEBAG/ 



KRAFT BARREL 



37/2 



Determine the quantity of product obtained in 
ponderal terms. 



Ponderal vielcj/ ^ 

BARREL 1 

Gross: Ijffflkg 




[initials] 4-I0\01 

[signature] 



[signature] 



37/3 



37/5 



Calculate the numeric quantity of the obtained 
product: 

Numeric yield = H / average weight^ 
(*) Obtained by final controls 

End of processing yield: 

(G / THEORETICAL^) * 100 

(*) T from page 1 (J 40000 qs) 



8341 g(H) 8-2-os 
[initials] 4-10-01 " 
NOTE; The weighing will be performed direct at the 
end of the sorting, and parallel-channeled into the 
capsule sealing phase, [initials] [illegible] 



Numeric yield: 
46549 No y 




<G) 



[initials] 04/10/01 



[signature] 



[signature] 



The final yield is calculated after the sorting. 
[initials] 04/10/01 



04d0 
2001 



38 



Calculate the mix quantity and residual shells 
and see to: 



Residual mix 



Residual shells 



Net: 240 



s 


Gross: 


600 


g 


g 


Tare: 






g 


Net: 


480 





SENDING THE MIX AND SHELLS 

TO BE DESTROYED 

SET ASIDE THE MIX 

NOTE: 



□ 



SENT TO BE DESTROYED 
SET ASIDE 



□ 



[signature] 



[initials] 







Edition No,: 7 of 10/05/99 
Substitutes edition No.: 6 of 03/11/97 




Checked by: [signature! 



Pharmacia 
& Upjohn 



Pharmaceutical Development / omi solids and warehousing 



Product: SU 10398 (PNU-290940AD) 
Pharmaceutical form: Capsule 
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Dosage: 25 mg (as a free base) 



Page: 41 of 



45 



< 



OPERATION DESCRIPTION 



PRODUCTION DATA 



01 
O 
I- 

S 

til 

o 



ill 

> 



Sorting the lot 



01/10/01 



[initialsJJ^gible]/70/0/ 
Proceed to the sorting^df the sample as 
described in the foljovtfing section. At the end 
of processino^eoliect a number .of samples 
equal to 33^rSf the numeric yield of the lots at 
the epsra processing, from various points in 
ther Dulk. Report the results on the 
corresponding page. 



Quantity sampled: No. 



[initials] 



[initials] 



IN ORDER TO ELIMINA TE THE CAPSULES 
MARKED BY THE CAPSULE SEALER 
PROCEED WITH THE UNIT SORTING OF THE 
[illegible] SAMPLE CAPSULES WHICH HAVE 
BEEN PRODUCED AND DEPO WD E RED. START 
THE PARALLEL SORTING IN THE FINAL 
SEALING PHASE. 
SEE NOTE, [initials] 01 /1 0/0 1 







Edition No,: 7 of 10/05/99 
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Checked by: fsienaturel 
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/ 


SORTING of the SAMPLES from the PRODUCT OBTAINED at the END OF PROCESSING 





PHARMACEUTICAL FORM: CAPSULE 

QUANTITY OBTAINED: No. (A) 

QUANTITY to be SORTED: No. _„ (B) [Equal to 3% of A] y 

SORTING LIMITS - PRIMARY DEFECTS: NOT MORE than THREE UNITS 
APPEARANCE: 




DATE 



DATE 



DATE 



DATE 



DATE 



LIST OF PRIMARY DEFECTS 



NO. OF 
PIECES 



NO. OF 
PIECES 



*JO. OF 
PIECES 



NO. OF 
PIECES 



NO. OF 
PIECES 



NO. OF 
PIECES 



CAPSULES BROKEN ON THE TIPS 



CAPSULES BROKEN ON THE BODY 



BODY IS VISUALIZED ON THE HEAD 



TOTAL 



[initials] 



5/10/01 



LIST OF SECONDARY DEFECTS 



NO. 
PIECE 




NO. OF 
PIECES 



NO. OF 
PIECES 



NO. OF 
PIECES 



NO. OF 
PIECES 



NO. OF 
PIECES 



TOTAL 



NOTE: 




OperatorVsignature 



Verifier's signature 



Checked by: 



APPEARANCE CONFORMITY 

L0T CONFORMS for APPEARANCE 

TOT DOES NOT CONFORM for APPEARANCE go to UNIT SORTING 
SECTION CHIEF SIGNATURE: 



□ 
□ 



Edition No.: 7 of 10/05/99 



Substitutes edition No.: 6 of 03/11/97 



Pharmacia 



Pharmaceutical Development / Oral Solids and Warehousing 



Product: SU 10398 (PNU-290940AD) 


Lot: I83G03 


Room: 54 


Attachment No.: J 


_ page J-2 ____ 


Pharmaceutical form: Capsule 


Dosage: 25 mg (as a 


free base) 





UNIT SORTING 



SORT TYPE: MANUAL g| WITH A SO 
SORTER MODEL: 
CLEANING VERIFICATION: 


RTER □ 






DATE 
1-10-2001 


DATE 
2-10-01 


DATE 
3-10-01 


DATE 
4-10-01 


DATE 


DATE 


LIST OF DEFECTS 


NO. OF 
PIECES 


NO. OF 
PIECES 


NO. OF 
PIECES 


NO. OF 
PIECES 


NO. OF 
PIECES 


NO, OF | 
PIECES 


CAPSULES BROKEN ON THE TIPS 














CAPSULES BROKEN ON THE BODY 














BODY IS VISUALIZED ON THE HEAD 


75 


220 


36 


0 






CAPSULES CRUSHED AT TIPS 














CAPSULES WITH DOUBLE BODY OR DOUBLE HEAD 


10 


35 


2 


0 
















[initials] 4-lQ-QV 














































PARTIAL TOTAL 


85 


255 


38 


0 


/ 




FINAL BALANCE 

QUANTITY TO BE SORTED: (K) 

TOTAL SORTED OUT TO BE DISCARDED: 57^J3nitl9ls]„. CO 

TOTAL SORTED INTO SELECTION: (X) X= K-Y 
NO TE: K = Processing end yield - sampfe sorted out to be discarded 

THE WEIGHING, MADE IN PROCESS, WILL BE PERFORMED A T THE END OF THE SORTING WORK AND ARE TO BE VERIFIED BY A 
METAL DETECTOR. [initials] 01/1 0/2001 

NOTES: On the I st and T* of October capsules sorted from production with meafine with technical problems. 1 

The production root setting is correct and has been unit sorted despite the fact the capsules with anomalies or broken have now been 
diminished, [initials] 2/10/2001 



Operator's signature: . 



[signature] 



Verifier's signature: 



[signature] 



Edition No.: 7 of 10/05/99 
Substitutes edition No.i 6 of 03/11/97 



Checked by:_ 



[signature! 



Pharmacia 
& Upjohn 



Pharmaceutical Development / Oral Solids and Warehousing 



Product: SU 10398 (PNU-290940AD) 
Pharmaceutical form: Capsule 



Lot: I83G03 

Dosage: 25 rng (as ja free basej^ 



Page- 4 $ of 



45 



3 



OPERATION DESCRIPTION 



PRODUCTION DATA 



en 

e 

LU 

a. 
o 



DC 
LU 



a: 

s 



07 
07 



If the results of the sampling sorting are outside the 
set limits, proceed to unit sorting of the lot as 
described in the attached form. 

NOTE: THE UNIT SORTING IS DIRECTLY DONE IN ORDER TO 
ELIMINATE THE DEFECTIVE CAPSULES (THOSE MARKED ON 
THE TOP) CA USED BY TECHNICAL DIFFICULTIES WITH THE 
CAPSULE SEALER [initials] 01/10/01 

At the end of the sorting operation, send the 
discarded product to be destroyed. 



[signature] 



[signature] 



Counter sampling 



40*1- 



Sample ....100, (number) units and package 

them in: .PE BOTTLES^ 

F ina f lot yield control 



Proceed to the quantitative verification of the 
available product. 



Numeric yield = U / average weight 0 
(*) Taken from the final controls 

% Yield = (V / THEORETICAL 0 ) * 100 
(*) T of page 1 



100 



Quantity sampled: No. _ 

E23 SEE NOTE [initials] 08/1 0/0 1 



[signature] 



[initials] 



4 



41 



41/2 



THE WEIGHTS HA VE BEEN 

PRO VIDEO HERE AS SUMS OF THOSE 

RELATIVE TO THE TWO PARTS 

Available product see notes (end SUM) 

Gross: ?.?3?Q , g [initials] -f/jovooi 

Tare: 58JJ. g 

Net: 16549 g (U) 

Numeric yield = 125087 (V) 



[signature] 



[initials] 



% Yield: 



89.3 



(Z) 



Deposit in the warehouse 



42/3 



Load the finished product and the counter 
sample into the SF/Warehouse, stocking them 

as: TA. 



[signature] 



[initials] 





Edition No.: 7 of 10705/99 
Substitutes edition No.: 6 of 03/1 1/97 




Checked by:. fsianatureT 
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LOT APPROVAL 



OPERATIVE VERIFICATION of the "ORAL SOLIDS" SECTION 

NOTES: 



SIGNATURE: [signature] DATE: 08/10/2001 

CHIEF of "ORAL SOLIDS and WAREHOUSING" APPROVAL 
RESULTS: APPROVED Eg] REJECTED □ 

NOTES: 



SIGNATURE: [signature] DATE: 13/11/2001 

USE AUTHORIZATION OF THE CHIEF of "Q.C./PHARMACEUTICAL CONTROLS" 
RESULTS: APPROVED 12 REJECTED □ 

NOTES: 



SIGNATURE: [signature] DATE: 30/11/2001 

Edition No.: 7 of 10705/99 Substitutes edition No.: 6 of 03/11/97 



